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Pursuant to the directives of paper No. 20 (filed 6/26/03), claims 1,11,14, 17, 19-21, 34, 
41, 51, 58-60, 66, 71 have been amended, and claims 7, 12, 13, 22, 23, 54, 63, 67, 68 
cancelled. Claims 1-6, 8, 9, 11, 14, 17, 19-21, 25-52, 58-62, 64-66, 71 are now pending. 
Claims 8, 17, 26-52, 58, 64 remain withdrawn from consideration. 

Claims 1-6, 9,11,14,19-21, 25, 59-62, 65, 66, 71 are examined in this Office action. 
Applicants' arguments filed 6/26/03 have been considered and found persuasive. The 
previously imposed §103 rejections are withdrawn. However, in view of the claim 
amendments, new grounds of rejections are now imposed. The claims that are objected 
to are so characterized because of their dependence on rejected claims. 

Claim 61 is rejected under 35 U.S.C. §112 second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

• In claim 6 1 , the term "L-78328 1 " may be used if accompanied by the chemical name 
that this term represents. If the chemical name is not available, the structure may 
be provided instead, i.e., the following: 
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The following is a quotation of 35 USC §103 which forms the basis for all obviousness 
rejections set forth in the Office action: 

A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the 
prior art are such that the subject matter as a whole would have been obvious at the time the invention 
was made to a person having ordinary skill in the art to which said subject matter pertains. Patentability 
shall not be negatived by the manner in which the invention was made. 

Subject matter developed by another person, which qualifies as prior art only under subsection (f) and 
(g) of section 102 of this title, shall not preclude patentability under this section where the subject matter 
and the claimed invention were, at the time the invention was made, owned by the same person or subject 
to an obligation of assignment to the same person. 

This application currently names joint inventors. In considering patentability of the claims under 35 
U.S.C. 103, the examiner presumes that the subject matter of the various claims was commonly owned 
at the time any inventions covered therein were made, absent any evidence to the contrary. Applicant 
is advised of the obligation under 37 C.F.R. 1.56 to point out the inventor and invention dates of each 
claim that was not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103. 



Claims 1-3, 9, 21, 59 and 65 are rejected under 35 U.S.C. §103 as being unpatentable over 
Walter H. M. {Diabetes Research 13 (2) 75-7, 1990) in view of Rieveley (USP 6,153,632). 

Walter discloses (page 76, col 1, paragraph 2) "HOE 21 PH" insulin which is insulin 
combined with the surface-active stabilizer polyethylene - polypropylene glycol. Also 
disclosed (e.g., page 76 col 2) that use of the "HOE 2 1 PH" insulin resulted in less catheter 
occlusion and a "significant improvement of metabolic control". Walter does not suggest 
combining insulin with an insulin sensitizer. 

As indicated previously, Rieveley discloses (e.g., col 4, line 50+) a composition 
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comprising insulin and an insulin sensitizer. As stated (col 4, line 56+), the effect of the 
insulin sensitizer is to sensitize the cells of the mammal so as to enhance insulin uptake 
and/or utilization of glucose by the cells of the mammal thus reducing the therapeutic dose 
of insulin that is required. Rieveley does not explicitly state that "insulin" is a peptide 
which is "related" to insulin, and Rieveley does not teach combining insulin with the surface- 
active stabilizer polyethylene - polypropylene glycol. 

With respect to claim 1, an "insulin-related peptide" or an "insulin-related peptide analog" 
could be viewed as encompassing insulin itself According to one interpretation, insulin 
could even be regarded as the epitome of an "insulin-related peptide" or an "insulin-related 
peptide analog". Thus, insulin itself is fulfilling the roles of agents (i) and (ii). A similar 
argument applies in the case of claim 59. 

Thus, the endocrinologist of ordinary skill would have been motivated to use the surface- 
active stabilizer polyethylene - polypropylene glycol in order to reduce catheter occlusion 
and to achieve a "significant improvement of metabolic control". The endocrinologist 
of ordinary skill would have been motivated to use the insulin sensitizer to enhance insulin 
uptake and/or utilization of glucose by the cells of the patient. Thus, by combining the 
teachings of Walter and of Rieveley, the artisan of ordinary skill would arrive at the claimed 
composition. The claims are thus rendered obvious. 
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Claims 1-3, 9, 21, 59 and 65 are rejected under 35 U.S.C. §103 as being unpatentable over 
Grau {Diabetes 36 (12) 1453-1459, 1987) in view of Rieveley (USP 6,153,632). 

Grau discloses (page 1453, col 2) "HOE 21 PH" insulin which is insulin combined with 
the surface-active stabilizer polyethylene - polypropylene glycol. Also disclosed is that the 
"HOE 21 PH" reduces the precipation and catheter occlusion that would otherwise occur 
with insulin alone. Grau conveys that "HOE 21 PH" insulin is advantageous when used 
with insulin infusion pumps. Grau does not suggest combining insulin with an insulin 
sensitizer. 

As indicated previously, Rieveley discloses (e.g., col 4, line 50+) a composition 
comprising insulin and an insulin sensitizer. As stated (col 4, line 56+), the effect of the 
insulin sensitizer is to sensitize the cells of the mammal so as to enhance insulin uptake 
and/or utilization of glucose by the cells of the mammal thus reducing the therapeutic dose 
of insulin that is required. Rieveley does not explicitly state that "insulin" is a peptide 
which is "related" to insulin, and Rieveley does not teach combining insulin with the surface- 
active stabilizer polyethylene - polypropylene glycol. 

With respect to claim 1, an "insulin-related peptide" or an "insulin-related peptide analog" 
could be viewed as encompassing insulin itself. According to one interpretation, insulin 
could even be regarded as the epitome of an "insulin-related peptide" or an "insulin-related 
peptide analog". Thus, insulin itself is fulfilling the roles of agents (i) and (ii). A similar 
argument applies in the case of claim 59. 
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Thus, the endocrinologist of ordinary skill would have been motivated to use the surface- 
active stabilizer polyethylene - polypropylene glycol in order to reduce precipitation and 
catheter occlusion. The endocrinologist of ordinary skill would have been motivated to 
use the insulin sensitizer to enhance insulin uptake and/or utilization of glucose by the cells 
of the patient. Thus, by combining the teachings of Grau and of Rieveley, the artisan 
of ordinary skill would arrive at the claimed composition. The claims are thus rendered 
obvious. 

Claims 1-3, 9, 21, 59 and 65 are rejected under 35 U.S.C. §103 as being unpatentable over 
Walter H. M. (Diabetes Research 13(2)75-7,1990) in view of Clark (USP 5,783,556) 
further in view of Rieveley (USP 6,153,632). 

As indicated above, Walter discloses (page 76, col 1, paragraph 2) "HOE 21 PH" insulin 
which is insulin combined with the surface-active stabilizer polyethylene - polypropylene 
glycol. Also disclosed (e.g., page 76 col 2) that use of the "HOE 21 PH" insulin resulted 
in less catheter occlusion and a "significant improvement of metabolic control". Walter 
does not suggest combining insulin with an insulin sensitizer or with IGF-I. 

As indicated previously, Clark discloses a composition comprising insulin and IGF-1. 
It is disclosed (e.g., col 20, line 52+ ) that coadministration of insulin and IGF-I leads to 
unexpectedly lower glucose levels, which is advantageous in the management of diabetic 
patients. Clark does not disclose the use of insulin sensitizers. 
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As indicated previously, Rieveley discloses (e.g., col 4, line 50+) a composition 
comprising insulin and an insulin sensitizer. As stated (col 4, line 56+), the effect ofthe 
insulin sensitizer is to sensitize the cells ofthe mammal so as to enhance insulin uptake 
and/or utilization of glucose by the cells ofthe mammal thus reducing the therapeutic dose 
of insulin that is required. Riveley does not teach combining insulin with the surface- 
active stabilizer polyethylene - polypropylene glycol or with IGF-I. 

The practitioner of the Walter invention would be in possession of a combination of insulin 
and polyethylene - polypropylene glycol which could be used for treatment of diabetes. 
The artisan of ordinary skill would take from Clark the disclosure that coadministration of 
insulin and IGF-I leads to unexpectedly lower glucose levels, which is advantageous in the 
management of diabetic patients. The artisan of ordinary skill would take from Rieveley 
the disclosure that by combining insulin with an insulin sensitizer, the result is that the cells 
ofthe patient will be sensitized so as to enhance insulin uptake and/or utilization of glucose 
by the cells ofthe mammal thus reducing the therapeutic dose of insulin that is required. 
Accordingly, the artisan of ordinary skill would have been motivated to combine insulin 
with polyethylene - polypropylene glycol, amylin and an insulin sensitizer. Thus, the 
claims are rendered obvious. 



over 



Claims 1-3, 9, 21, 59 and 65 are rejected under 35 U.S.C. §103 as being unpatentable 
Walter H. M. {Diabetes Research 13 (2) 75-7, 1990) in view of Cooper (USP 5,641,744) : 
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further in view of Rieveley (USP 6,153,632). 

As indicated above, Walter discloses (page 76, col 1, paragraph 2) "HOE 21 PH" insulin 
which is insulin combined with the surface-active stabilizer polyethylene - polypropylene 
glycol. Also disclosed (e.g., page 76 col 2) that use of the "HOE 21 PH" insulin resulted 
in less catheter occlusion and a "significant improvement of metabolic control". Walter 
does not suggest combining insulin with an insulin sensitizer or with amylin. 

As indicated previously, Cooper discloses (e.g., col 3, line 37+) a composition comprising 
insulin and amylin. Cooper also discloses (col 3, line 57+) that the combination provides 
"tighter diabetic control with reduced risk of hypoglycemia". Cooper does not disclose 
the use of insulin sensitizers. 

As indicated previously, Riveley discloses (e.g., col 4, line 50+) a composition comprising 
insulin and an insulin sensitizer. As stated (col 4, line 56+), the effect of the insulin 
sensitizer is to sensitize the cells of the mammal so as to enhance insulin uptake and/or 
utilization of glucose by the cells of the mammal thus reducing the therapeutic dose of 
insulin that is required. Rieveley does not teach combining insulin with the surface-active 
stabilizer polyethylene - polypropylene glycol, or with amylin. 

The practitioner of the Walter invention would be in possession of a combination of insulin 
and polyethylene - polypropylene glycol which could be used for treatment of diabetes. 
The artisan of ordinary skill would take from Cooper the disclosure that combining insulin 
with amylin will produce "tighter diabetic control with reduced risk of hypoglycemia". 
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The artisan of ordinary skill would take from Rieveley the disclosure that by combining 
insulin with an insulin sensitizer, the result is that the cells of the patient will be sensitized 
so as to enhance insulin uptake and/or utilization of glucose by the cells of the mammal thus 
reducing the therapeutic dose of insulin that is required. 

Accordingly, the artisan of ordinary skill would have been motivated to combine insulin 
with polyethylene - polypropylene glycol, amylin and an insulin sensitizer. Thus, the 
claims are rendered obvious. 



No claim is allowed. 



Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to David Lukton whose telephone number is 703-308-3213. The 
examiner can normally be reached Monday-Friday from 9:30 to 6:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Christopher Low, can be reached at (703) 308-2923. The fax number for the organization 
where this application or proceeding is assigned is 703-872-9306. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 
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